and nondiabetic renal disease (NDRD). There are differences in pathology and prognosis between DN and NDRD, and it is generally believed that NDRD can be improved whereas DN is often difficult to reverse. [4] Renal biopsy is the gold standard for the diagnosis of DN and NDRD. Thus, our diagnostic standards for NDRD and DN are based on renal biopsy to ensure preciseness.
Many studies have investigated the features and differences of DN and NDRD, most of which sought to identify the influence of some risk factors for DN or NDRD, such as diabetic retinopathy (DR), course of DM, and hematuria. [5] [6] [7] On the other hand, with the developments in society and health care, the number of elderly patients and the incidence of renal biopsies are increasing annually, [8] prolonging the course of some chronic diseases, and changing the spectrum of the pathological patterns of CKD. Therefore, we wanted to identify the pathological and clinical features of NDRD, in different age groups to offer more information for the management of patients with CKD and DM.
methoDs

Ethical approval
The renal biopsy standards for DM at our hospital follow the Kidney Disease Outcomes Quality Initiative clinical practice guidelines published in 2007. [9] This study was conducted in accordance with the Declaration of Helsinki and approved by the Medicine Ethics Committee of the Chinese People's Liberation Army General Hospital (No. S2014-012-01). All patients provided written informed consent.
Patient selection and experimental design
We retrospectively screened all patients with type 2 DM who underwent renal biopsy at our hospital from March 1997 to 2017. The inclusion criteria were (i) age at renal biopsy >18 years, (ii) clear pathological results of renal biopsy, and (iii) type 2 DM. The exclusion criteria were (i) incomplete medical history or clinical examination results; (ii) serious infection, tumor, and other serious conditions; and (iii) pathological results indicating DN combined with NDRD. All patients were divided into three groups according to pathological pattern: DN or NDRD. To investigate the characteristics of patients with NDRD across different age groups, the patients were divided into three groups according to age: Group 1 (youth group), 18-44 years old (n = 198); Group 2 (middle-aged group), 45-59 years old (n = 299); and Group 3 (elderly group), ≥60 years old (n = 135). There are some differences and similarities in disease progression, treatment, and prognosis between DN and NDRD. For a better understanding of the features of NDRD, we analyzed the characteristics of patients with NDRD separately and in comparison with those of patients with DN.
Standard of diagnosis
The diagnosis of type 2 DM was consistent with the 1998 World Health Organization standard. [10] DN was diagnosed based on histopathological features such as glomerular hypertrophy, capillary basement membrane thickening, diffuse mesangial expansion, nodular mesangial sclerosis, and hyalinization of afferent and efferent arterioles. [11] The pathological findings of all patients were reviewed by two experienced nephrologists.
DR was detected using ophthalmology fundus photography or fundus fluorescein angiography. The diagnostic criteria used were in line with the 2017 American Diabetes Association Guidelines. [12] 
Data collection
The following information was collected at the time of renal biopsy: name, sex, age, identification number, medical history of DM, body mass index (BMI), and blood pressure including systolic blood pressure and diastolic blood pressure; complications such as DR, hematuria, [13] and hypertension; and laboratory indicators, such as hemoglobin level, serum creatinine level, estimated glomerular filtration rate (eGFR, using chronic kidney disease epidemiology collaboration [CKD-EPI] formula for calculation), [14] and osmotic pressure of urine (UOSM). All collected data are listed and compared between groups in Tables 1 and 2 .
Statistical methods
Statistical analysis was performed using SPSS (version 20.0; SPSS Inc., Chicago, IL, USA). Variables with continuous and normal distributions were expressed as a mean ± standard deviation (SD), and differences between groups were compared using analysis of variance or t-test. Multiple comparisons adopted the least significant difference method. Variables with continuous and skewed distributions were represented by median (Q 1 , Q 3 ), and differences between the analysis groups were compared using the KruskalWallis test or Mann-Whitney U-test. Qualitative data were expressed as absolute values and percentages and compared using the Chi-square test. Univariate and multivariate logistic regression analyses were performed to identify the differential prognostic ability of the clinical indices for the development of NDRDs in patients with diabetes, with results reported as odds ratios (ORs) and 95% confidence intervals (CIs). Two-sided P < 0.05 was considered to indicate a statistically significant difference.
results
Sample description
A total of 982 individuals were finally enrolled, comprising 350 patients with DN and 632 patients with NDRD. The age of the patients ranged from 19 to 85 years. The main clinical data of the three groups of NDRD are listed in Table 1 . We observed that systolic blood pressure, proteinuria, diabetes course, and the combination of nephrotic syndrome (NS) and cardiovascular and cerebrovascular diseases, all showed an increasing trend with increasing age (P < 0.05) in patients with NDRD. In contrast, BMI, serum uric acid, UOSM, hemoglobin level, eGFR, and serum albumin level all showed a decreasing trend with increasing age (P < 0.05).
Compared with DN, NDRD showed different features among different age groups [ Table 2 ]. We found that the BMI of patients with NDRD was higher than that of patients with DN among the three groups; however, the difference was statistically significant only in Groups 1 and 2 (P < 0.05). Proteinuria level was lower in patients with NDRD than in those with DN among the three groups; however, the difference was statistically significant only in Groups 1 and 2. The incidence of NS showed the same trend as that of proteinuria level. The albumin level of patients with NDRD was lower than that of patients with DN in Group 1 but higher than that of patients with DN in Group 3 (P < 0.05). The systolic blood pressure and diabetes course of patients with DN were higher and longer, respectively, than those of patients with NDRD among the three groups (P < 0.05). On the other hand, hemoglobin, UOSM, eGFR, and the incidence of glomerular hematuria were lower in patients with DN than in those with NDRD among the three groups (P < 0.05).
Pathological patterns among different age groups
Patients with NDRD accounted for 64.4% of all patients with DM who underwent renal biopsy. The incidence of NDRD was the highest in Group 1 (70.5%), second in Group 3 (64.9%), and the lowest in Group 2 (60.6%); however, the difference was statistically significant only between Groups 2 and 1 (P = 0.006).
We analyzed the composition of pathological patterns in patients with NDRD, and the results are shown in Table 3 . IgA nephropathy (IgAN) and membranous nephropathy were the two most common patterns among patients with NDRD. The proportion of IgAN decreased with age whereas the proportion of membranous nephropathy increased with age (P < 0.05).
In Group 1, the most common pathological pattern of NDRD was IgAN, accounting for 37.4%. Subsequently, membranous nephropathy accounted for 16.2%. In Group 2, the most common pathological pattern of NDRD was membranous nephropathy, accounting for 33.8%; the second was IgAN, accounting for 32.1%. In Group 3, the most common pathological pattern of NDRD was membranous nephropathy, accounting for 45.2%; the second was IgAN, which accounted for 20.7%.
Risk factors for nondiabetic renal disease among different age groups
A single-factor logistic regression was performed to screen for potential independent risk factors for NDRD in each of the three groups, and the results are listed in Table 4 . Then, we included all potential independent risk factors for NDRD in a multivariate logistic regression (forward stepwise method) of the three groups. The absence of DR showed a good correlation with NDRD in all three groups. Hemoglobin and shorter DM course had high ORs (1.051 and 1.033, 0.977 and 0.986, respectively) for NDRD in Groups 1 and 2. Rapidly increasing proteinuria level or NS showed a good correlation with NDRD in both groups 2 and 3 (OR, 5.921 or 90.409). Hematuria had a high OR (26.514) for NDRD in Group 1. Systemic disease and family history of DM showed a good correlation with NDRD in Group 3. 
DisCussioN
Currently, DM has surpassed glomerulonephritis as the leading cause of predialysis CKD. [15] Furthermore, the human life expectancy has increased with societal developments, increasing the proportion of elderly people. In China, the population of persons >60 years old has already reached 177 million. [8] Thus, it is necessary to analyze the clinical and pathological features of NDRD across different age groups considering that aging is related to CKD and DM.
Our study found that the prevalence of NDRD in patients with type 2 diabetic kidney disease in China is 64.4%. On the other hand, according to our literature research, the prevalence ranges from 17.4% to 61.29% among different studies [Supplementary Table 1 ]. The discrepancy might be related to differences in ethnicity, inclusion criteria, proportion of patients undergoing kidney biopsy, sample size, and other factors. Our study found that the incidence of NDRD was also different across different age groups (P < 0.05), with the youth group showing the highest incidence, followed by the elderly group and then the middle-aged group. Thus, the different age composition of different studies might also be one reason for the different NDRD prevalence in the literature.
The proportion of pathological patterns was also different among different studies on NDRD [Supplementary Some showed that the most common pathological pattern in patients with NDRD was IgAN whereas membranous nephropathy, hypertensive renal disease, focal segmental glomerular sclerosis, and acute interstitial nephritis were also reported as the most common pathological pattern in other studies [Supplementary Table 1] . This difference might also be related to the inconsistency in the age composition. IgAN is one of the most common types of primary glomerulonephritis, the incidence rate of which varies from 32% to 54% in patients with primary glomerulonephritis in China. [16] Our study showed that IgAN accounted for 26.3% of patients in Group 1 but only 19.5% in Group 3. This might be because IgAN mostly develops in young and middle-aged patients. [17, 18] In our study, membranous nephropathy was the most common pathological pattern of NDRD in Group 3 (29.3%), which was also consistent with the higher prevalence of NS in elderly patients. Some studies showed that membranous nephropathy is the most common pathological pattern in patients >60 years old with CKD, accounting for 39.6%.
[17] Moreover, its incidence increases annually. This might be due to developments in medicine that encourage increasingly more elderly patients to undergo renal biopsy. On the other hand, with the increase in life expectancy, the proportion of elderly patients with CKD also increases. [17] Corresponding with the pathological pattern, some clinical indices also showed different correlations with NDRD in different age groups. Hematuria had a higher OR in Group 1 than in Groups 2 and 3. This may be because the main pathological pattern of NDRD in Group 1 was IgAN, with hematuria as one of the main clinical features. [19] Similarly, rapidly increasing proteinuria level or NS had a higher OR in Groups 2 and 3 than in Group 1. This might be because a high level of proteinuria is one of the main clinical features of membranous nephropathy, [20] which was the main pathological pattern in the two groups.
Notably, the absence of DR, which is a widely recognized risk factor for NDRD, [9, 21] had a stable distinguishing ability between DN and NDRD in different age groups in our study. DN and DR share the same pathological mechanisms, [22] which leads to their consistency. This study is limited by its single-center and cross-sectional nature. Thus, our results should be further strengthened by a longitudinal follow-up study to provide more clinically relevant information. Despite these limitations, our study still identified that the proportion and composition of NDRD differ among different age groups. In this study, consistent with pathological features, some clinical indices such as hematuria and proteinuria showed different features among different age groups.
Supplementary information is linked to the online version of the paper on the Chinese Medical Journal website.
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